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Abstract of JP6293636 

PURPOSE:To obtain a new sustained release fine particle preparation containing a medicine. 
CONSTITUTION:This medicine-containing polymer fine particle preparation comprises a water-soluble 
inorganic salt, organic acid or organic acid salt dispersed at least partially or wholly to the surface of 
the preparation. A medicine- containing polymer solution and a solution of the water-soluble inorganic 
salt, organic acid or organic acid salt are sprayed and brought into contact with each other in a spray 
dryer without being made into a mixed solution to produce the objective medicine-containing polymer 
fine particle preparation. Optionally, the solution of the water-soluble inorganic salt, organic acid or 
organic acid salt may be mixed with a nonionic surfactant or may be separately sprayed with a solution 
of the nonionic surfactant. A sustained release fine particle preparation having a high content of 
medicine can be continuously mass-produced in a short time to greatly suppress aggregation and 
adhesion of fine particle preparation. Further, dispersibility of fine particle preparation into a dispersion 
medium can be extremely improved. 
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**»*a£«Hwm8ii. 

[»*«2] &&££tm*H 1 fi&<»®ft£» *JStt© 
ftttft. #«K*fcl4W«8&£©i§fta:£, «U?n»J 

mz.tZ#mt?5* *J§tt©*«&. #«K*fc!4 

■ fctt$-ttS»*JS2gE«0fij§fc. 
[0 0 0 1] 

[«j*±©«fli»iH xmimmmomTm 
co 0 0 21 

MBS 6 0-10051 6^«fcE»anTv»«i»a 

***©«»*«* 6 *lfc<t>. -«f'. ft+ttllttCJ: 

«&:?**«**<, «J8i;»tiJSfc£<, 

tusk zajjmzxm&Twaznmzt* v 
«&*wwm©ft» • , $ s fciMUT wm# 

t . tt&?l!3J{4*£©#*8K©#fttta<& < ft v> t 

[0 0 0 3] 

[RB£*fc1-*fc©©#g!] C©±5fc«lHdB*, 

#Ktt©«fc^*J8tt*4W41BJ8tt 
©&Stt8!aiJ£*§-5fc«>, a&Wftt&tilS, (1)8 

ft. <3)»«rtfct4*»*a#**SV>ttlWfr£trt* 
**. O/W, W/O, W/O/W. 0/W/OS©fMt 
ft, *SV»tt(4)H«*fcttiS^a^it!i»*V5ttMt 
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3 )©IUW*»C*oT. *t3, 

ft 4 v»h«#©-«* & \*kxmwm 

;k £ft#/X*£fcttJE#/X;i^fcf42ft, #ft« 

jWB©*afcbfcigc5 j ^^^)*6«sft • mi. 

»J© J XJW» 5 T-f 2 n* jhf© wi* WRMBfcKr 
ikffl©#tt;ftt©*i§S©*8«ig> *4Ht*fcli*4UI 

*©««6«jrr5cticj:-3T, *&?aami©#* 
• wm>»ft < , ««i©«e^iwiii"s© h 5 y 
io jes< , *niK«c*t»Tfflw*a«©*ft^. «nfctt 

[0004] it, smKihffl©*j§tt©««a. *m 
n*fci4w«ii«©«fts««rr5is, 

fclP-f^^ttJWBSttJMfeaiilOl/ftftriJltfcg:^ 
T> *fcl4*&tt©&tS:£. ^K£fctt«tttt*©# 
20 «»*S^J4»tttf49lfc. #-f^>tt#ffijSft»JSft 

a, w«iK$fe{4W«»«©}§ftt*, -en-ensu©/ 
a? ^sft&t-rs, **&©*&& w«e*fcJ4W« 
•fm»ra«ttittt7«M©ttBtt6«ft-r« t>© 

T**. *§fiM©©jgfelC*ViT{4, **tt©ft««, 
#«!6*fc(4W«Blffi©J§ftlC#-f *>ttlTO£S!l£ 

«»l/T««r**. m #<*>ttlHB«HB(l©» 

to 0 0 5] *fe^[c«tntf. st«tJ5^a^»*^ 

trjftft. ILfl:ft*5VJf4!B»ft&, x^w-H7-fir- 

a-r«ct«»T#. tttaKKt©8«i»©fiiS8&ffla** 
*»tt©««ia, w*»*&»4=t«iKa©«**«irr 

ittlrioT, *Jfttt©*tt& *«K*fcf4W«K 

*©«tt : P«»»ft : PWW©*IB«H*^!a:< tfcSS^W 
50 ftV>Uf4^t««L, 1Kfi?Siin©»R4>ft&?8 
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(3) &M¥6-2 936 3 6 
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m-nftzzttf-ezz. 3 sic w« ikjfuaj, ttirai, MHHtii. #kjk» 

[0006] e*T, **wft«6KBKiii«-r*. a 5t>©T, ^s»2oo~8oooo©t>©*«ffsu 

sn»vj*t. 48gtt€#r*^^H, *© [0 0 0 73 

moft^ttit. mum, mum, mum, mm, m litu 
xaftjuM, mm, mum, uxa&m*. m&* 

(PyrJGlu-R^Trp-Ser-R'-R'-R'-Arg-Pro-R 6 (I) 

[SC«f>, R'ttHis, Tyr. TrpS&tep-NH* - Phe 6*#K)j9«*lf 6*1*. 46fc*^^Htt 

£, R 2 ttTyr*fc«Phe£. R ! ttGly*fctt:Dg!©7 Ttt. -f >X'J>, V7hX^>, VThX 

S/&3£££, R<teLue, Ile*fcttNle£, RsttG ??;4l9fic(XMMlFJB4 0 8 7 3 9 0*, R&4 0 

ly-NH-R«(R ! «HSttt. ffiU:J:Q*ftSft* 9 3 5 74*. Rft4 1 0 0 1 1 7*£J;tfnM4 2 5 

■T5fi»7JW^)SfcliNH-R 6 (R»Bfl5EtH« # 3 9 9 8*#flB), ffjff 

«)**n*n*f. ]Tatoa*i*^^F*fctt-e«) ajmk**%>(acth). *?/iKMi«My« 

toMSWr&ftSHcHlMWBS, 8 5 3,8 3 7*, >(MSH). ¥*B*J«>«[ffl* i ^E>(TRH)-l-© 

4,0 0 8,2 09*, Hl§3,9 7 2,8 5 9*. SGM it*«kt;-5-©K«ft(#MBS5 0 - 1 2 1 2 7 3*. ft 

»J|l,4 2 3.0 8 3**J:tf^D5'-7 , ^>yx«* BB8 5 2 - 1 1 6 4 6 5 *&8£JI), ¥#fl8iW8*;P 

. 7"S'3^)l'-7#x3--:*7--iM , X>* ' tXTSH), JWWjfcMHBXLH), RiftPfS^ 

(Proceedings of the National Academy of fXFSH), rtV/V-/>, TVi'^SNMfcf.x 

Sciences of the UnitedStates of America) 7 J E^U5/>[H*|»i»»*Alltt, »54#. JS5* 

£78# £6 5 0 9~6 5 1 2JC(1 9 8 SS6 7 6~6 9 1HU 9 7 8)]Mh :**->r-», 

JR] . ±Ca (I)fc*3V>T, R s T*2n*>D$!<Z>73 hX>, B?«I*W>, U7,V 

/&n&tbX\t, WM, «*R*»9*T©a-D- ^ UX -t*^>, 3 >. ai^Xl** 

73/K [R D- (Lue, He. Nle, Val, NVa 7>^t^>'», th^My^ h-V>, hh 

U Abu, Phe. Phg. Ser, Tyr. Met. Ala, Tr «^ft^Hhntf>(HCG), I>^7rU>, X> 

p. o-Aibu)) fc£*t£tf&n. ^-n&liiififtSS fr7yU>««#[*B«MlF*42 7 7 394*, 3- 

(W, t-7*7\>k t-:7>*-X l-7h*l'1iMte.Jlr Dy/lttfflttHftlMS 1 5 6 7*&8#JI]$©:*D 

*if)ft*UTV»T'bJ:V>. All. ^fl«(I)Cl ^y?H*±^X>H;i/7W>, *a9h*7-f>, 

ffi. ^SSgM^ftfe^T"? 1 H ( I ) tEHSfcttfflfS £ ^>^-7xD>(aI, /3 a. rSf), -f>^-n-f + 

^(I)T^t3$n5^^r ; tiJlt*73 >(I, II, III), *7r-». 1M *JJW Xf- 

/», ^^H. ftBS^ICMLTfflV^IIS*tt, IU >. -tJ-f^i/X Ir^^fA'JX WKJSttH-^CT 

PAC- lUB35-r>3> :*> /X-f**-3** HF), lfo*»KH?(FTS):fe,fctf*©S§$#(#Hft 

/^>^V-5 1 a7- (Commission on Biochemica 40 tf£4 2 2 9 4 3 8*#R8), *5«fcr/-€-©ffi©»MH^ 

1 Nomenclature) lZ£ZMi%&Z>Wt% i &ftmz%itt [E¥©&l$#, 81 1 2 5#, SI 1 0*. 8 3 5~8 4 

SWfflHS^fcacK *>©-<?<&!). 73/86KM 3H(1 9 8 3¥)]. mg^JEH^fTNF), aa~- 

l, WcW^L/^^tlffL SI5gHT(CSF), WUX x^/;l'7^>. 

#**t. ^i3. *W«B*lc*ViTtt, ±IB(i)S;t* X3.70x>->X t^H>. ^5t^= 

V^TR^HIs, R 2 =Tyr. R 8 =D-Leu, R 4 =Le >, "7D*7— tf, 7X^9*^—tf, *'J^W-f>, 

u. R 5 =NHCH 2 -CH3T&S^:/? 1 F©#g£l&£ t77^>^P. #igj«fiH?. Jfl^HH^©mv I 

rTAP-l4 4ji«;-rs. I IH^, miXH^. SftUl/^-A, #US*-» 

[0 0 0 8] K^7*5 1 KtUT«. LH-RHS B, mjX^X if93^J». n->H7-», ^>/t 

tn$m (*H^lf ^ 4 0 8 6 2 1 9*. m%4 1 24 5 f^AMtt^7*^H3lEBItttt!B8 2 3 2 0 8 2*). ft 

7 7*. E$g4 2 5 3 9 9 7***^^4 3 1 7 8 1 50 ■»»»l(!#U^7*9 l H(G I P). /\*77*tV7* -f 
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>r^T-li-)V #'J^7*^F (vasoactive intestio 
al polypeptide : V I P), T'U—bUy h r7-f^ 
F ifuTs 77#9— (platelet-derived growthf 
actor: PDGF). ^g*;«>Mif (GRF, V 

'f > (bone morphagenetic protein : BMP), Jt/fe 
J&gB? (E G Df.clfO^^ 
(0 0 0 9] ±!2fcB*&3iJ£LT«, WA-tf, SSI?!/ 
tf-T-f-XX /Vr-l'+'fe-k 773V?-f-»D, 

a^x «fi»^/;ufcf'». 7F'J7Y-r-», 

y U)V, Th7th'D7>J;l'-5-7^tn , >7 -xk 
bf-XAX-Jk kX^T-X. Wt3*/— Jk 
X, 7-7**yX ^'J^JWUf-X, tf«JI:C. tfU 
A:U. #U I CLCft£#*tf&n*. -hi2©ia£& 

*XFT-f->X, DtfFY-f-XX, FT^Y-fi/X, 7 
-f^'JX **XrF7lM7'JX nUT-F^iM? a? 

ux, f*x»K£Ux 7xtfxjx fcr^-xu 

>, ^*;v->'JX -t7ra^x •fe7rnu-X>, -fe 

7*^7 A, -fe7Xn-XV, -fe7*/*Xk» t7;** 
y-Jk t7 7l/'JX •fe77^+v , A. •fe7*^7 > / 
X * 7^7**3' A. ^V5^^A, ^X7"7^'y 

x ;uk7r-tfxx 7Xxu^A*fctt^-ne>o« 
6n*.±ia0&&, «*, «*atbT 

tt. MAtf, -y-'J^K. XJUf'JX 7Jk7x7-A 
81, ^D7it»^, -YXF^-XX tJWt*, * 
^X, ffi5KW^;i'77/-;k **XE;k7arXfc 59 
ftf. tS5StSfc^tLTtt. Wttf. I7xFUX 
^f*I7iFU>. /X*t:X 3f-f>, 'XtFn 
arO, 7D77Y-fF. *njk7xi>7/--;k tf 
3^'jy?X *a<9*y>, 7"nh*P-JK -fy 

7pxX7-;k ■y-jpy^/-^. xk7*ux£fctt 

-XX 7D^D;^7^X FV7D^7-XX 7hD 

bTX ffi»»JWtl/ 
Ttt. flRtf, 7*U>V-;k 7^5'JX AX^D 
x^Afciftf, ttT^^»tUTtt, 0Jx.«, 7xr « 
F^X Xh-tr7'>5F> 7-fc*y*73F\ ?CUkX7 

[0 0 10] ±ffiffiiSiSJ?J£LTtt. WAtf. ;* h7D 
7n5F. kXT^Xft^at, jK5^81£UTIi. 

tf, -Y37"73X, ?D37*73X, y^fUX 
7x*;k7X££*l, ffi7X;i^-8J<!:LT«, 
«, -/7i>t F7SX ?D;l-7i-75X F'J^ 
I'tiX *F~X7~7X, ^kST-Jk "X7x-JUtr 

7'jx ;* F*x7x7-3xfc£*t, ss^aoti/Ttt. 



^08^6-293 6 36 
Jk 73/7^'JX, X^k7UXfc£*#, *&JRf&« 

mtbx\t. 7*P7*7/-;i'. 7;k7>/n- 

Jk 7*7xFn-)kfr*-X7VX D-^fcifA*, jfiilSrft 
SJWiUTtt. WAtf, **X7xF'JX i?)W7V 
A. F9VUX 's+y^X^X A\**>fc£#, PI 
JEEfiM&JtLTtt. A*-** hX7A7*D5 

H. ^XhUx7A, *#3;k73>. I*7-/X 7 
nx-XX&£tft, »R#HIMW»tUTl4, «*.«. 
5-/X tflf-f Hv 7x>7*)V3X. 7*7*^5 
X *F7*;VS>fc<!!a<. SiSJfilSiIiitTtt. Wit 

«. mux ?x>Kfcirat. jfcjwuiUTtt. en*. 

«, FnXtfT^X^X FD>EX 7 
th^t7hX 6 -7 3/ #7*0 >K, F7**trA 
*JWiy^DA^JP*>K, 7FX/^aA*y7 
3/^7xi?X^i:*t, gi#ga»JtLTtt, *9iL«. f 
yx7^F. X*>7>- Jk WT^S-Mf-MUt 

7WF~ynx r+U-^^yx «9 a* 
•fe7xFa-;k *?-?V-)Vts.Z1fi. m%fflffltVX 
tt, Wilti. W\*n;P7 7X 7-n;k7wx T^a^y 

##7^1') 73/^7 t W>tf^7*X7*Xll^£ 
««. ifaffSf^aiMJSPJtUTtt. jfe*fr£iM!**n-f F 
[ir-rxXX (Science) 2 1^7 1 9M (1 9 8 3 
¥) Ml], 7V^U> (3-Dy;mHF^B8^3 2 5 
1 9 9^ffl#B8) , 7-?#U-)V&m# (3-aur/X 
^^18^3 5 7 0 6 1^ ^3 59 0 3 6^, ESI 
3 8 6 6 6 7#, NSS4 1 5 2 9 4^«#fi8) 

[ooii] «j*^6B*oa!istt, itm^mmi 
-;^<fc^pH 5 . 5 (omwi u*ti<D$&m$m z 

An«. W8&WLt\sT\mX.\&V-V>-V> (S<i>er 
enzen) SflfftfErgeb. Physiol. 1_2, 3 9 3 (1 9 1 
2) ], ?5-?)k7X (Clark-Lubs) lgff«[I. Bad. 

2. (1) , 10 9, 19 1 (19 17)], WJVM 
> (Macllvaine) Jg«SS[J. Biol. Chem. £9^ 183 

(19 2 1) ], 3*XUX (Michaelis) lg«}S[Die W 
asser-stof f ionenkonzentrat ion. p. 1 8 6 (19 1 
4) ], 3;k77 (Kolthoff) Saf^CBiochem. Z. 17_ 
9.. 4 1 0 (1 9 2 6) Ite&pmf 6*1*. Cin6© 
H«lSji^*l9:Xt, S6fc&£tTfiilHt (2 5*0 
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«g£ft£U n-:t£*/-;Vi+©li&©«g/* 
JB«f«©»*©«*©ttfcfcn«. «i*#IE$5«»:fc5. « 

lll&#7 5^ «•©**«*****«#» SMI 
(M. &K. SUBS. ffiK^) , *«B6 (M. KM. fi 
>K£) £©«#£# 5*1, MAtf, JMWt*-^**^ 
*l*<9lltl*frr*«, Mtttt <M, *MJ* 
A. *y*A*©7**'J*IW» . ttStt*Wb6tt 
(M. MJx?;P7S>. tr»J5»*) . &S&73/ 

co o 1 2] ±eg«©ttjBfttt. mmmm. mmo 

MtfttHKftCBU 9ft. £«©»«£ UT. ft 
0.0 0 1«~7 0*(W/W), J: Off* L< 14, ftO. 

0 1 %~ 5 0 %(W/W)0ftH#SatfttS. #8$© 
itt, 3% (w/w) JKTT*5 

c Kara**©**;*!*, mvwm 

ffittoast, *iM*fl©itt*j:tOTw&£cj:T>T 

SM&fc»bTtt0.5~1 0.0 0 0« 

(SSifc) ©*TM«an, »st<«fti~i oo<e 

(SfiJt) ©*©S#Fa£»fc«v»*. 

[0 0 13] iftf^aS&OSW^fl^fite. ft 3, 0 
0 0~3 0.0 0 0©t>©#iif£U>. a5fcft5,0 0 
0~2 5, 0 0 0©fc©*Wi:L<, ft5,0 0 0~2 
0, 0 0 OOfeOiWtfcJFSU*. *W»»fc*W--B. 

StUW-Sl-: ^3>i»DTh^7>f- (G 

PC) T$l£Lfcfit£;§;i*T3. NS». GPC*7A 

KF8 0 4X2 (HBfbftXM) &W)tttVT9 

DD*/n»*Jlv»fc. Rfrya^fcWMtUTtt, MA 
tf£#l*3##I!iLT. tf'JMWxxrJV CM. Ilffi 
«©*aS» (M. #U»L«, #UfU3-jl#. #u 
9x>ft, #UD . 2SJBJU©Jgfl!fBI#a£ 

• (M. lUS/^'J 3-;m#fi£tt, 2 - 1 F n**> 

(M. # U fL«i 2-tH n+vfifK/^U 3-/1** 
9^#©»'&«W . IBKSttUTtt, MAtf 

B-kHD+->Iffil (M. f'J3-;H8. 9Ut 2- 
tHP*->»». 2-fcFn*5/**». 2-kHD* 
->-3-*3MH&BS. 2-fcFn*'>*7D>Bk 2- 
t Hn^HV*^>| 2-t Hn+->*yij>K 
30 a-kHD* i"JBl&K©aU* 2 ft# (ffl. y "J 3 -> 



(5) (MW6-2 93 6 36 

H, 7*5^) . tHO+->S?*JV3j?>B (M. 'J> 
rfgMS) , k Fn*->HJ#;I/#>1& (M, *x>K 

(M. #U hU**l/>***l'-h #Uxb7*^ 
k>**U-|/-hfc£). ^U^VXXr^. #'J* 
JW7;fr-#*-b*SW4*©iffi©#yrt-#*-N 
(08, #>jx^l/ K stf'jx^l^nk 

1/ #'J75/»(M, *U-r- 
•J - T - * - L - if)V9 5 >8fc £) ft 5 

n-s. **a£tt*#r**©#i©»»*a£ 

*U>Mfc 7*U;P8£*?7?y;l'Ki:©#fi£«5. 

x-;P7-fer-h ^Ukx-;i/7-fer- 

^ ^#tf€»n-5. ^n6©s^tt-aTt>«t<. *^2 

[0 0 14] £n&<D&# : f*S&<D'pT. #'JI1J»II 
I^fJK * U - at - ->77 75"J JUlX^AiW t 

set. $vmmxzT)vi)m\znzL\,\ # 

o - 1 F D^->Jg|»K«)Si« 2 fifr©*fi^«j, 2 
±© a - k F n+S'MMS&tta - k FD+->JiKK 

30 U>. 36.IC1, a-k Fn^->l§l&Ko»S^. 28 
£U©a-k Fn+->0)KKO^a^«ia&S^ttine 

^U3-;ng*fi-&«5. 2-kFn*->SSe/^U3- 
^»*l-&«3* 5 V» 14 C n 6 ©»^IW«»fc»* U K 
^tiS©a-kHn*->*;^>SC*^T, D-#. 

L-#:*j;t;D, L-^#a-r^t>©i4. -€-©vii*n 

^S^«btbT, a8/i"J3-;H6*a-&!fe£ffl^?. 

-?-©fflj«Jt«ftl 0 0/0~5 0/5 0*W*U 

40 <, iSB6-^U3-;i,gS«a^=£ffl^s«^, *©« 

*JtJ4ft 1 0 0/0~2 5/7 5#Jf£U>. 
'J3-;1/K*fi^«j©fift¥^i !: fi«. ft 5, 0 0 0 
*>5ft3 0, 0 0 0©6©#ffSU>. $e.(Cft5.0 0 
0*>52 0, 0 0 0©fe©j5^ICfiF*b^. ±12^? 
a^«bttTMAtf*'J9Ltt (A) t^U3-;H6/2 
-kFa+->iSBI«a^ (B) t©S^««fflV»*» 
£, (A) / (B) T^Sn-Sfi^tt^ftl 0/9 0A^ 

e,ft9 o/i o casjt) ©«6BBT€ffl$n^. 

<ttft2 5/7 5*>Sft7 5/2 5 (a«lt) ©IBHT 
50 &S. 
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[0015] # u %m<Dm&¥m?M&ffi 5 , o o o 

A^*?J3 0, 0 0 0©t>©#ff*UV, ^ e iCiKf 6,00 

o^e.^2 o, o o o nwtfitoWSiLH, ^un- 

^MtTj&SfcojWfcU*. ^»j3-;i#/2-k 

HD^->BSifi*a^te©a*¥^^*tt^5, 0 0 0 
^»B*52 5, 0 0 0©fc©#$?£U>. S6K85.0 0 

o^e>»2 o. o o orofcoawrjftu*. #8$© 

£iltTH#©#tf5ftt©4S«Ti&nfi. tticR 

jg-f £*>©?«& K *SK1fii:LT«, 09* tf. Any 

yfcrjviiv&m (09. ffiftthu^A, ffift^u^ 

A. &fb:J- h 'J £A. &fc:*>'J?Afc£) . Any^ft 

7;v* U ±£&JS (09. «ft*;P->-?A. Hlflsvif*^ 

?Afci?) , ADy>fl:7>t-!)A (09, *ft7>t 

-?a, M7>t-"?Aaa , 7M7U&«©&is 

ttSfcttfttt*** (09, mk-i-YWk. JMfc&Utf 
A. h 'J 9 A, fM***U9Aft£) , 7 

)vt)V±m&m<D8.wt& (09. ^k*;v->^a. 

X9A, 7;i/#'J&Ja© l J>Kffig (09. 'J>Bfc3:M- 
U9A, U >K 3 # 'J £ A, 'J 2 h U £ A. 

Sl2*lS*U'>A^ir) , •J>&*?St2 7> ; EX?A, 
•J>K2**7> ; er:C7A, 7-tt'*U±«AJIlOKflS* 
(09, lMC?^*v»7A, WfciWS'tfA&g) , 7;P 
*'J±ttMl0*Kfc* (09. *B6ftv^y-5A. * 

i6fb*;Pv^A^i*) fcawntfsft*. 

SStbTfi. 09*tf£x>&, SSK, U>m 3 A 
Kill, 3>Hn-f5 1 >m T^h5>l 

Ham. ?x>&. ses. u>m #m 

66, S^Stft££7;k*<J&Ja (03. ^-h'J^A, rt'J 
*A$) , 7^X7, &Stt7S/g£fcW:7;l'# , J 

±£&js (09. #;i/->?a. v^^>-?A^) toJfia* 
[0016] cnsos*. **tt©«itt>WK#i; 
tt i as* fc» 2 ajR6Uft3Bao!)W&Tia*^to*T 
fc«w$i§s&©iS#?«£4*K^£se£tf:tt. **kf 

ftJtTJftO.OO 1~1 0 0ft, «fc0»*t<tt*<30. o 
1~5 OftA^jSlin*. 3 SKS?* 1X14*50. i~ 
lOft^litftt*. **WK*«r»Ttt, ftffiJSft 



(6) #Bl¥6-2 9363 6 

LT, $fctt«*l»ihJPI<!:ttBiJ©yX;l'Tll«!lii5^T* 

#ffigtt#J©ff*U>ft#09i:l,Ttt. 09A& 7^* 
k>£"j3-;Wi (09, "fuM\^>ff^u-MiE) , 

3j?ijyj^-m (05, jcuvwc-m o, #yv;v 

^-h6 0. tf'JV^-hSOfc^) , V^Dzf-^ 
ifl JH (09. T^O^-;V3 0 0, V?orf-JP4 0 0. v 

i7D^-;i/6 0 0. -?£a:f-;n 5 o o, t^d^- 

^4 0 0 0. T^arf-Jl^ 0 0 0££) . #'J**-> 

x?U>ffifl:tv->?i&S (09. #'J**->x^u>«{t 

t7->»10, #U**5'X3 1 l/>8gfct , ?>'?S5 0, 

#U:**^x^w>«fci:Yvj|&6 0fc£) tiZ<nm 

a? astfc-c^o. o o o o o o i~i offi, 

ff*L<[40. 0 0 0 0 0 5 ~ 5 ftjitSfcTtt*. 

ff*b<tto. o o o o i~o. o i«^a«n«. 

[0 0 17] *&B©«e : 5 t §»0£K3§T5fctt, ±E 

ort<. (l) «tt&K5)>7a^tt«^trtt«. 

(2) mtLMtiSiftT&Gtokswtmza-m&it 

6M«t»api#ft^trtbas. o/w. w/o, w/o 
/w, o/w/oaofttt (4) n<t&*fcKia5^ 

«*«**l>ttlMfft*t«Mi« (3) <D%Ktf&\Z&o 
30 T. *o, K«*fc»X^7S^«ft«V»»Pf*C!)HK 

SKsfKIt 09Atf. *«tt*«©«^. *r. ZKC 

fcfeopHnsssijtbT. 09*. a:, mmm. m, &wl 

. &®m (09. Bftt. J'afl, ^x> 
«©7^*U*JRtt, JfiK. *»ft7;V*U^JS (09. 

»r. #*tt**©*Sfc«fcUT. 0fJ*tf. 7;p^s 

>, If^^X fX>K. X?k>5?75>C3Se±h 
•J<>A, x+Xh'JX ffi«SBe*^hU^A)5:df^. 
fc*V^««#ffJtUT, 09A«. A7^->^S#BSX 
50 Xt-^S(09> Hf-MlyO* •?U\£M71»> ^ 



(7 

11 

>i?)V7)V3-)V. £DnX*/-;k ?*aDr-)l>f2; 

cooi8] \zixm nit^m^m 

©*«JBt»6n*. flWMIMifcl/Ttt. 1 2 0 

•CfitT-C, iS#?2£&££&1-5t>©T&ntf«fcK 

(0S. i'j'DD^x i'nnWA, 2?odx^>, 10 
x*/-;k Xa/v-;h -fvXn/v 

-)VKE) . Xh>8 <«. 7-fehX ;*^X?;l^ 

x;i^ y ®mw®$> * * - e >mmwmtL 

[0019] ii5#7fi£«i*£W;mfe^ttB#£# 
5 ~ 9 5%rs>r). s^fcifSKfim 0~3 0 

£W;> *<fcilfobmM4B© 1 &©Tr*?T i &J;<, fl) 

*©Jt^tbTH, *U1~9 9%T*t), &£L<\m 40 
5~9 0*-?*C, 3^iC»SU<fi»?Il 0~3 0*T 

[0020] -D^r. £©J:3fcLTf«L«MM&* 
$«£fc««ffl?Ufc&£/X;v£fl!<r>T 

^m^jX)\m. &ij/X)vm. mm^^x^m 
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W«K1fi©aS8ijy X;Vd> 6.^P#Jw. n»w; X;p 
BBU tttt?atffl©8B£*)*tt©*1l& WtBBt* 

mt*j xmvm&Ktizm* \zmmx 1 « «k 5 1 2 

±ffi©^<#^*>tt#BSttaj£*fctt©*« 

i*tt©£Wft. #m£fctt#MWratt£tti»o>'X 
*T#-f *>tt#B»tt3J©*** V>tt±E©«k 5 fcW 

[0021] »»*frtt&ciwrr* , b©Tttfc<, i@ 

* ©ttS^KJW^ffl V> -5 X X V- H 9 -f fc ft C T3I 

-pi&ntfiiniBu «jETT«e^»»j*©*«-©i»s* 

ttJ:^. ^ftMirtJ, ¥^J&^£UT. *«J0.5~4 0 
0/im, <kD»*L<li»2~2 0 0um©«6BT*tl 
tfiV^. r©«fc-5C. *38Bjic«kn«, ISS^fiSiJ©* 
Bfc##t14©*^tt©*IK«. WttKtft:»«tllt% 
^«UT^-5fc*CSjiXS4'TlStti 1 iiSI|3|±©« 
< , J: < fcm«S[^fiSI?£#-5 ^ i 

Bfcff*T«nfc#tttt*L»ffc£©fi 

*ftv>±i[©a** , r*!:tft<, *tsj©«&^»JSK 

©*0a***f5t^t" 1 0 OXfcaET*86*51i!8«T 

t*. 5 SC. ffljtf?£jBilS<k 0 t>^ffl-rsw«{i$«©fi 

«il>STSrt;it^> *«fffi«j*TB««©»*t#t> 

a. 

[0022] ^wroae^KSHttfiSttTftoft^K 



— an7— 



(8) 

13 

tt£jwi*»f6n*. ens©******** 10 

0 lmg*^iKl5g, *f*L<tt*50. 0 lig*»5»2gT 

isJwa^o*«jo. iBg*^JKiig. »st<tt»«j 

lBg^S»5 0 0ng, tt£ffgL<tti83w8»&l&6 0 

[0023] ^n5<os?ao«, M^iigicfenTa#- 

(«. y-f-> (Tweeo) 8 0 (7h7^/W^-t 
& *B) » HCO6 0 (B**5*^X» . */W« 

Mttft 7nkI/>^U3-;pfc££#«LTilfc^» 

£) . te&SO («. x>^>> 77t7^A, **** 

*^7Dk\>H^n-xfca *&tt«wyw («, aw 

7.7-7 V^lifZisV^ #Ui^W>jfU3- 

;p6ooofca a^ftWBi/Tffiiij*»u 

tUTtt. WAtfk FP*->7*nk\>Mf\>Hr;i/D- 
7.. x3\>H:;i<n-x, k Kn^v^jHrA-a-x, 

'J3-;k 'yf->8 0, 7;Pa--y^F6 8, -k^n 
-X7-kx-H7^W-h. kHa+^ynkjW^ 
•feiWo-x^l'-K kKn+v'^Hr^D-XT 
■fex-hD^v^-K *-f H9*vh (D-AttJt, 
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[0 0 2 4] fcfcAtfWMItratett. §#&«©£ 
8J (fl, i^;P3-X, T>3h-Jk T>7*X 

t;vn-7>fc£) , (M, *«S#ASi, -t)Vu- 
XS§$#, 7? U)H«£#&£) &££8sin> 
T«&#©l&fi&%<!:T.5. ±ffiifri*©t>©tUT«» i£ft 

if) fciffcDnAT&in. 

[0025] fct^a^fflfrautt, g»^»©^ 

#@ttabs^{ia«©^Ji:-rs;:t^-c#5. ±ffifi 

©3#s«. ±n©ast^s» mm, mmimomm, 

A^©fiiMi«aift*). iB#SMI;:«kr)8*J|fc£ 

a 5 o kg) i a i mtc o ©s4f* t UT, m$L?M 

m<D*Mifi1ta 1 mg* lr» VI 0 g, ff* U< tttt 1 0 mg^: 
ViL2g©l6H*^, aHS^-rSiIi:^T#5, Wl^. 
tfTRH-e©«*«tt;-t-©SI*ft:^tt«[^H»©« 
^A(*a5 0kg)lACllHl»fcD©i9:^*<l:UT 
ttfttt?aUfl®a*iWKl 5og?iV>L 5 g. ^^KttJlS 

3 0ag^V^l/2g. ^fcffSU<Hi!«!)5 Omgft^Llg© 

i UTt9;4-r5«^©ISS«t©§fitt. WO.li&^L 
5 mU Vf£L<\mo. 5»^t3iDl©«68*^jiSa 

[0 0 2 6] WH^WMOffiHtUTfflV^id^a^ 
fttt^tt©m fl^«#|P8lia5 0-17525 #, If 
56-45920^. ^57-1 18512^, R57 
-150609^, 361-28521^, R62-5 

4 7 6 0^S, 3-ayK®ffr£:m%4 8 1 7 3 2^ 



— ans— 
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(i)a^©a#jw»T*tto»»tt*t#&n, ftica-w 

**»**3»fcUT#6tl. «!*©lftftfl:ltaifcft«l/ 

©«&a<8if#3n$. a sic mai6fcj;oTjMi*n 

T H 5 m. BWSfc [ 5 >-t y Y ( L 

ancet I I), S$479~480H. (1 9 7 9^)]© 

[0 0 2 7] (3)±m©;ttti}*tiifttt-?, 

39. u-fey^-Sifi)W©«^£(c*ViTfi, &b©« 

(4) ft*©W/0/W£!©Hffiftfl;»c£O<r), ^ns 

(5) *+^^-Ctt^"IllTft^fc 1 0-5 0 %©H#) 

* * J: 5 1>, aJ&78«iJ©8*^tt*tfS t < <J>& 

•?<i>;ot)7'-t)V<Difr'&.)m 
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[0028] 

[IWM £*T> *lfc«*J:r«lElfc«ft*tfT*JWI* 
gftfll 

8m»J:i-7DH)>5g£*5 0 Bill 6 0*CTiS# 
U fLSS • ?U 3-JH6«a-&^(¥L»/^U 3-JP» 
= 7 5/2 5, ff'JX^I^ftJPF^^Sl 3, 0 0 
0)4 5g££fc*^>7 5mll;:fc#L£S8c£fln*.> /Jn 

X) TfUbLTW/OilXT^a^ftfc. 

(l)*«MBiS(«*iiu AftiB&fflT-S. ) 
±IBW/OSXV^i;3>S0. 5«PVA*jg$2 0 
iO 0 0ml$T5fc*i>H'1f-£&)Bl/T(W/O)/Wl!x 

.(2)X^l/-l!7<ft(*5??)im BfttB&iBf 
*. ) 

±Ew/oiiv;^>3 >e-*ori#y x;pt. Sit 

£&»£»Ej£l Oil/aTX^-FtM 1 
l*3'\«l|l,Tl»3fc©-?'f ^o*^-fc;«#fc. d©l$© 
S£&&AdiI£«9 5*0, mPiiS4 01CT, aitt8 
OKg/PT^JgUfc. Aft, B}£©W#«;TSjgLfc 

T-f *n;&7-fe;u©Stl$£ SitK it* 

T. 
[00 2 9] 
IS1] 

















5. 2% 


7 7% 


5 — 2 0 0 Mm 






1 0 0% 


24% 


5~4 0 am 



1) *fe«ji*©«fe*ft 

v-f^D*^-fe;^©^geUi-^Di^u>-&fitt. A 

a«ft^DTh^77-f- (HPLC, «B:B4 L 
-6 3 0 0i!gH, B4») ^ffl^TSS^bfc. T'f jr 
D*^-fe;P (5 0ng) «1 0ml©«fl:^?P>lC»» 
L. 1/3 O^l" Vy&imWL (PH6. 0, 2 0ml) 50 



v>, Ti2©*^Taj«ufc, 

*5A: (Llchrosorb)RP • 1 5. S3 

2 5 On, fig4mm*5Aiaa : 3 0*C 

»»M: 0. 2 5**- TlEhshU* (1 0 0ml) t 



— snQ— 



(10) 

17 18 

^9)V7)vu-)v (i 5 oio tomm * &m&& tarra 

Wfi& : 0, 7ml/# [0 0 3 0] 

8fl&*lS8©&B: 2 8 0nm * [»i] 



-293636 



XI 00 



2) 1 BT©»HJ$©SI£a; 



v<i za%7-k)l (5 omg) £0. o 5%©y-f->- if n^fc^STJtStfc. *fcl^«lctT, saifOT 



8 0££tfl 0ml© 1/3 O^JP- U>Klg«« (pH 
7.0) ttlltS, !!OMKtil«l«fflUl 
BlSSfS. T-f ^D^-fc^fcO. 8mb©5 



1 BT©»tti$«T5£l£J:0ft£L£ 
[003 1] 
[»2] 



1 BX'OWiW (%) = 



1- 



ft 



xl 00 



3) &£#ft©ill)££fc 

V-f^o*7 r -fe;l' (1 Omg) S'f Vh>IIj8c (2 5 On 

l, *5$#ttBfM8«) £©#»&£ l o 

0 tf m3ifcfi2 8 0 MiT/V-^Y-^A-T'fcailt/fc 
v;^7^1f-[=i-;^- (Conlter)ttK, *H]fc<fc 

Lfcv-f *n#:/-fe;u3ejg«, Aj*fc«k-5 <&©«##{;: 

KHBte, A&T&2 4l$fflTifeo£©l;:*fU BffiTtt 

ttlO»"ntfil»IBl'r*ofc. £©<k5lc> tt6M£Jt 
[0 0 3 2] H«M2 ★ 



M¥«it*;«>li!t*JR>(TRH) 0 . 5gtAK 
■ jfU 3-;HS#a£#(HJ6/£"J 3-JPK= 7 5/ 

2 5, ¥J%^S1 40 0 0)9. 5g£7-feh>30il 
t*2ml©}i^«lC^-K?S»L, XTV-F^ir 
-f&fc-fe y hbli 2 #©-»£#/ X)V<D]H<D--J3ft 

±mtbT3%-kmm*h 5 -#©yx emu 

5. )^5{C, 0. 0 0 0 5X#UV*<*-h8 0£"£tf 

3 %*£«£-#© /XA-* SHIlT^O'T-f 2 D 

fty-fe^sttA:. dftfcE&t-fs. )c, d, est 

2 

@2] 







1 BT©&UJ$ 








9 9% 


6% 


4 5 um 


0. 9% 




1 00% 


5% 


2 3 Mm 


0. 3% 


Efc 


10 0% 


6% 


2 4/im 


0.3% 



[0 0 3 3] TRH©V-r^D*^-b;^^-fttt9. 9 
~1 0. 0 %($&#•# 9 9~1 0 0%)T, C, D. E 
i££t5^Tg£I8»-f, PH7. 0©M/3 0 <J 
JS(3 7 , C)fX?©«]Wttai*}45~6%^ C» D, E 

mzmzmibufrvrz. &&#fttec&-m5~9 0tf 

m(¥*§4 5 urn), D&T«5~4 0 «i(W2 3 um), 
ESTtt5~4 0jtim(¥J%2 4tfBi)'rabO. D, EffilC 50 



*#-&fittCj£te0. 9%, 
D, ESttO. 3%tf*^*t, #*iej*©&. 
LfcV-f £ n*y-t^©*^ 1 . 0 %«fc *) fc^ft^ilSft 
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fiox^zt^tLznz. * >j yjir*- h 8 o , 

t. C &©»$«#»&*<«<, jg£5LTfc#»Lfc 
[0 0 3 4] 

^iffili*;!'^ (TRH) 0.4gt 

5/2 5, 1 4 0 0 0) 4. 6 g^ffifc;*? 

U>9. 5m 1 £7-fehxMJJH 0ml ix?/-^ 
0. 5ml ©il^JiSfc, ffift^^k>l 2ml £7 
-fehxMJ;V7. 5ml tX?y-)V0. 5ml ©&£8 

fc2*©=lSSfr/X;PCDrt(D-*^e., fliBtl 0ml/ 

T. l/5MU>KA*y77- (U>K*^2-thU'> 
A • 'J MJS A, PH7.4) 

ft. ftbtift-?'! Zajj-f-tfrtD^ttib&tom&fr 

WJiooxt, ftffititKro^Ka&raMa, 15%t 

fcofc. ¥^Stt2 2ttmT?*cfc, 

tp$;®fflm*)i : £>mi&X)i> : e> (trh) o.sgt 

5/2 5, 4 0 0 0) 9. 2 gST-feh- 

h U )V 3 4 . 6 m 1 t* 5 . 3 m 1 ©g^**^-!;:* 

ft/X)V<DPW>-%frt>> tfLMl 0ml/#T«8U 
K^ICT-fi/D^^KD^teihffltUT, 1/5M 
•J >B/ty7r- ('J>8*3827-h'J^A • U>g2 
*SH^-h'J7ApH7.4) £fc5-£©/X;l^S« 
8LT, »*©V-f^a*7-feJl.^#^. 
J^ttl 0 OX?. MmHKTOSjmmMli. 1 0*? 
fcofc. #ftttfcA<. ¥*H&g«2 3tfiin?&?fc. 
[0 0 3 5] &5gfl|3 

¥«»J««*^ (TRH) 1.6gi 
ftg/^Un-^BSiftfiSft (¥L6&/^'J3-;MSN7 

5/2 5.^^7*1 4 0 0 0) 18.4g£7"fcf* 
X h U )V 5 0 m 1 tX9 S-)V 10ml ©ig^»lC^ 

v>-mfrjX)von<»-iifte>, wtm 1 0 m 1 /#?* 

/3 0M»J>ItAy77- (U>K*3H2 7-hU7A • 
'J >g2*3s:hMJ7A, pH7.4) £f>5-#©/ 



(11) #H¥6-2 93 6 36 

a? 

tt, 10XT*ofc. #BH4t>&<. Wtt«42 2u 
«4 

¥#l*!l«*;U*>ffi«i*,>l' ; E> (TRH) 0.8gt 

*.g/*U3-;i##g£* (aK/^'J3-)HI=7 

5/2 5, yj^PMl 4 000) 9.2g£&ft;<f- 
k>24ml tI^;-JH4ml <t#2ml©g'&?8 

10 ft 2 #©rg#/ X/P©W0— JW» 5, »ji 1 0 m 1 / 
#T«8U RI^CT<^D*7-fe;V©ft*l»lkffl^U 
T. l/10MiJ>8/ty7r- 0J>B*5B2 7-]-y 
7A • U>» 2*5*7- MJ-7A, PH7.4) £2/1 

0 m <D&&m<Dm£wn *> 5 -#© / x;i/*» & tisu 

1 0 0%T?, SmKKT©«l»]»tBStt. 18Ufeo 
ft. ftmh&<> ¥^iaStt2 3 umUfoft. 

[0 0 3 6] £&&0»5 

¥«B*»*^t (TRH) 0.8gt 
20 %fSt/9Vzi-)lt&&m&#. (aK/^'j3-)H6=7 
5/2 5, ¥^#7*1 4 000) O^gfc&fc;*? 1 
k>10. 6ml i:7-feh-KU;i'2 5.5ml £*3. 
9 m 1 0g£*«fci9-fc*g.U X7V-F7-f^- 
$£.\ZiLy V Vft2%:<D-mfc; X)V<Dto<D~Uftt>. 

Hiiomi /#t£8U ^tv<^o*7-fe;i/© 

^^itfflibT, l/5MU>K/ty77- (U>K 
*?!l2T-h , J^A • U>K2**7-hU'i»A, pH7. 

4) *t)5-*©yx;^6«tsuT. $*©-7^d 

#7*-fe;H£#fc. H«!l®0ji**ttl 0 0XT7, fttlltt 

50 »T©«iwaraaii, 1 8%v&oft. ftmm&<* 

^figtt 2 3 u mTfco fc. 
£$1016 

•fe7*?7A- 2jgg*&lg£*3DH;:&#U #US. 
SS(«-7S2 1, 0 0 0)9g£ffite*^>2 0mll;:J§» 

bttwi&tinz., $vba>T2ov>mmsLftm&-M 
mmz bftmiRTj mmj x;v©-# mm &*>&a 

«8U 0. 0 0 0 lX^Jtf+^Xf^SfctTv' 
» 6 0 3 % 'J >Bt 2 **± h U 7 AS«* t> 5 

40 <b^4^ujj-ft)]/^%ft. 
[0 0 3 7] HJS0J7 

ftd&K/^'J 3-^81= 5 0/5 0, ¥^?«10 
0 0 0)9gt**5nlt7-khXh'J;i/3 0ml, X^/ 
-^5iDl©^»ctCjS«t, 2«t«8ffl©«jgtLfeH«{ 
fryXJP©-#rtfi!l*^«»U 2 ^8**7- h U 
A^*rtfiJ^&r:#aicSi£Ur, -S^fflJlcli, 

[00 38] 

50 [»9i©8i*J «e*©*^S£ja»T« 
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it* Jit Kit). ft*0X^-F7^fc-CK*WC 



&M¥6-2 9 36 3 6 

22 



This Page is Inserted by IFW Indexing and Scanning 
Operations and is not part of the Official Record 

BEST AVAILABLE IMAGES 

Defective images within this document are accurate representations of the original 
documents submitted by the applicant. 

Defects in the images include but are not limited to the items checked: 

□ BLACK BORDERS 

□ IMAGE CUT OFF AT TOP, BOTTOM OR SIDES 

□ FADED TEXT OR DRAWING 

□ BLURRED OR ILLEGIBLE TEXT OR DRAWING 

□ SKEWED/SLANTED IMAGES 

□ COLOR OR BLACK AND WHITE PHOTOGRAPHS 

□ GRAY SCALE DOCUMENTS 

□ LINES OR MARKS ON ORIGINAL DOCUMENT 

□ REFERENCE(S) OR EXHIBIT(S) SUBMITTED ARE POOR QUALITY 
^OTHER: . 

IMAGES ARE BEST AVAILABLE COPY. 
As rescanning these documents will not correct the image 
problems checked, please do not report these problems to 
the IFW Image Problem Mailbox. 



